CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER: 19-729

APPROVAL LETTER



5?-—43

A 131968

NDA 19-729

Janas 0. Conover, Ph.D,
Lederle Laboratories
Middletown Road

Pearl River, NY 10963

Dear Dr. Conover:

Raference la made to your New Drug Application (NDA) dated June $, 1987,
submitted pursuant to section 503(b) of the Federal Food, Drug, and Commetic
Act for Cyclooort (amcinonide) Lotfon, 0.18,

Reference is alsc sade to your communications dated March 23 and March 30,
1988, which included revised draft labeling.

We have completed the review of this application including the submitted Araft
labeling and have concluded that adeguate information has been presented to
demonstrate that the drug product is safe and effective for use as recommended
in the submitted draft labeling. Accordingly, the application is approved,
effective as of the date of this letter. :

The final printed labeling (FPL) must De identical to the draft labeling.

Please submit twelve copies of the final printed labeling (FFL) to the Food
and Drug Administration (FDA) as soon as availabla., PFor administrative
purposes, this submission should be designated as an "PPL Supplement® to the
approved NDA. Approval of this supplement by ¥FDA is not required bafore the
labeling is used.

Bhould additicnal information relating to the safety and effectivenass of this
drug product become avallable prior to our receipt of the final printed
labeling, revision of that labeling may be required.

Please submit one market package of the drug product wvhen it is available.
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Ws zemind you that you sust comply with the cequirenents set forth under
21 CFR 314.80 and 314.81 for an approved WDA,

Sincerely yours,

Lillian Gavrilovich, M.D.
_Acting Director
Division of Anti~Infective
Drug Prodects
Office of Drug Evaluation II
Center for Drug Evaluation and Research

”

cc: NYK-DO
ORIG. NDA 19-729
EFD-82
RFD-710 . .
 EFD-220 -_
EFD~520
HFD-520/CHEM/DCBostwick/sd
HPD-520/M0/CCEvans/4/25/88 6L -
RFD-520/PRARM/MDavitt/4/20788 T 5 )0~ ¥
HPD-520/CHEM/ARCasola/4/25/88
F/T:  6/8/88
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CYCLOCO RT®

Amcinonide ;f“‘

Lotion
with AQUATAIN™ hydrophillc base - -

DESCRIPTI
Topical Loti
Each gram of CYCLOCORT amcinonios Lotion ing 1 mg of tha active steroid ameinonce
in AQUATAIN, a white, smaoth, homagenscus, onlqul amuision composed of Benzy: Ao
hol 1% {wiiwt} as preservative, Emuisifying Wax, Glycerin, Isopropy! Paimitate, Lac:uc Ac.a,
Puritied Water, and Sorbitod SQIulion tn addition, contains olysthylens Glycol £00.

Sodium hydroxide may be used to adjust pH 1o spproximately 4.4 durning manutactur
Amcinonide

CHOCOCH,

CuHuFO,
Pragna-1,4-disne-3,20-dione, 21-{acatyloxy})-18,17-Icyciopantylidensbisoxy)}9-1luarc-**-
hydroxy-, {113, 18a}.

CLINICAL PHARMACOLOGY

Topical corticosteroids have anti-inflammatory, antipruritic and vasoconstrictive sctiora

The hanism of anti-infl atory activity of the topwcal corticosteroids is unc'ear. Van-

ous laboratary methods, inciuding vasoconatrictor assays, are used to COMpares ana prec <t

patencies andior chinical sfficacies of tha topical corticostarcids. Thate is some svidesce

to sugges! that & recognizadle correlation exiats b 4] y ANQ A

apeutic efticacy in man.

Pharmacokinetics

The extent of percutaneous absorplion of tOpIGal COMICOBtercida is determined by many “ac-

tora including the vehicie, the integrity of the spidermal barrier, and the use of occius.m

drassings.

Topical corticosteroids can be abanrbed from normal Intact skin, Inflammation and or s er

dlum Processes in the skin increase percutansous absorption. Qcclusive drassinga ILG
increass the percutanaqus absorption of topicat corticoateroids. (see DOSAGE AND

ADMIN! TRATIOM).

Once absorbed through the skin, topical corticostercids are handied th pharmaco-

netic pathways similar to wltumcllly administersd corticostercida. Conticosterowda are

bound to plasma proteing in varying degrees.

Corticostaraios are metabolized primarily in the liver 8nd are then excreted by the kidneys,

Sorme of the topical corticostercids and their metsbolites are aiso excreted into the .4

INDICATIONS AND USAGE
ds & b for the reiiet of the inflammatory and pruritic manifests-

CONTRAINDICATIONS
Topical corticoatercids are contraindicated in those patients with & history of hypersenartiv-
ity to any ot the components of the preparation.

Topieal
tions of corth

1



PRECAUTIONS

General

§-3iemic absorption of tagical COMICCANATOINS has Produced reversibie hypo:=1 a-c-2luilary-

azrenal (HPA) axis suppression. manifestations of Cushing's syndrome. n. - 5 /CBMIA. and

%:+C0SUNa in S0Me palLients.

Cznagilions that iuqm'om iystemic absorplion inclyde the application o! -2 —are ootent

512003, use OVer large surface areas. prolonged use, and the addition of oc: 5.9 Aressings.

T-erefore, patients receving & large dose of a potent topical staroid agt s 3 a ‘arge sur-

faza ares or under an Scclusive Aressing should be evaluated penodically -=r svidence of

F33 axes SuUPDrENSION Dy using the unnary free cortisol and ACTH stimus

ar's syppres3la is ROLed, an ALEMPL Should be mags to withdraw the ar_s.

Irecuancy of application. or 10 substitute with a lou_ﬂh\ppl ;urgigu o

Pacovery of HPA axis function is generally prompt-end € ‘Ub iscantinuation of

ire drug. infrequently, $igns and sympioms of sieroid withdfawhi ma¥ W, T4GUINNG SUp-

Famental systémic corticosieroids.

Chigren may abaord proportionally larger amounts of topical corticasterc =3 and thus be

TOore susceptidle 1o systemic 1onicily (aee PRECALUTIONS . Pediatric Use:.

it ritation develops, topical corticasteroids should e discontinued and aczropriate thara:

By nstituted.

In:hep of denT logical infections. the use of an appropriate antit. ~gal or antibac-

- al agent should be instituted. If & lavorabie responae do#s not occur z-=m2tly. the cor-

Licasteroid should ba discontinued until the infection has besn adequare » zontroled.

T-a product is not for ophthatmic use,

Intormation for the Patient

Pelients using topical corticos ds shculd receive the following infc——ation and n-

snyctions:

t. Thia madication is to be usad as directed by the physician, It is for exterma. _se anly. Avaig
sontact with the syes.

2 Satisnts snoyld be advisad not to use thia medication for any disorder ot an for which
U was prescribed.

1. The treated akin area should not be bandaged of otherwiss Coversd or a™120e¢ a3 16 be
occlusive uniess directed by the physician.

4 Patients should report any signs of local ady ti wsspecially cse that occur
undet oCElusive dressings.

5. Parents of pediatric patiants should be advised not to use tight-fitting cazers or piastic
2ams on a child being treated in the diaper area, as thess garments mar zonsttute oc-
clusive dressings.

Laboratory Tests

Tha lollowing tests may be helptul in evaluating the HPA axis suppressicc
Urinary free cortisol test
ACTH stimuiation test

Carcinogenesis, Mutagenesis, and impairment of Fertility

Lang-term animai stuciss have not bean performed to svaiuate the carcinogenic potential
of opical corticomercias or thair affeact on testility.

shh;dlu l? determine mutagenicity with p 5010ne and hydrocortisons have evealed negs-
tve results.

Pregnancy Category C

Corticostarcids are generally teratogenic in [aboratory animals whan sdminastered systemi-
cally at relatively low dosage levels. The more potent corticosterdids have Jsen shown 10
be teratogenic atter dernal apglication in laboratory animais. There are no adequale and
weil-controlied studies in pragnant womaen on teratogenic sifects from topicauly appHed gor-
ticostercida. Therelfore, topical corticosteroids should be used during pregmancy only if the
potential Danetit justifies the potential risk to the fetus, Drugs of this ctass shouid not be
used extensivaly on pregnant patients, in large amounts, or proiongea wnods of time.
Nursing Mothers

It iz not known whather topical agminl of corti ids could result in sulticient
sysiemic absorption 10 produce Ostectabls quantitiea in breast mik. Sosiemicaily ad-
muinistered cort 01l are d into breast milk in quantities not “Kely to have a
aeleterious efect on the infant. Neverthaiess, & decision should be made whather to dis.
continue nursing or to discontinue the drug, 1aking into sccount the imporance of the drug
to the mother.

Pediatric Uss

Pedistric patients may de frate great ptibility to topical corth vid-induced

-



HPA axis suporession and Custing's syndrome than mar.-s aatients because of @ higher
ratig of skin surface area to Dody weignt. .

Hypathaiamic-gituitary-adrenal (HPA) axis Suppression. Cus™ -3 s syncroma, and intracramal
hYpErieans:on have “een reported in childean reCoIving toprca trucostsroids. Manidestations
of adrenal suporession n children inctude linear Qrowth <2:31-dation. delayea weight gain,
low ptasma ccriisol 'evels. and absence of response 1o ACT = stmulation. Manfestaliona
ctintracrarial Rypanension inciude Dulging fontansties. heaca:~as. 2na Silatera: papilisdema.
Admintstration of topicsl corticosterods 1o chitdran oIS Ze 1Mmited ‘0 the isast amount
compatibie with an atlective therapautic regimen. Chromic 2~ .costerod [Rerapy may inter.
fere with (he growth ang developmaent of chilaren.

ADVERSE REACTIONS

In the climical trials with CYCLOCQRT Lotion, the INVESTiGaTcrs regoned a 4.7% incidence
of side effacts. In 3 weekly Acceptability avaluation, approximacay 20%; of the pafients traated
with CYCLOCQRT Lotion or placeto reported itching, sting:=3. soreness or burning at one
or more of the visits.

Thae tollowing locat adverse reactions are reporied infraquer:.v with topical corticosteroids.,
Put may occur more fraquently with the use of occlusive dretsings. These reactions are (1st-
&4 in an approximate decreasing order of occurrence:

Burning . Perioral dermatitis
Itching Alisrgic contact denra:.tis
Ireitaion Macerstion of the sk.o
Drynass Secondary intection
Folliculitis Skin atrophy
Hypartnchosia Strise
Acnartorm sryptions Miliaria
Hypopigmantation

OVERDOSAGE

Topically applisd corticostersids can ba absoroed in sulticie~t amounts to produce System-
i¢ ellacts (sse PRECAUTIONS),

DOSAGE AND ADMINISTRATION

The lotion may be apphied topicaily (o the specified lesions. Jaricularty to those In hairy
areas, (wo times per day. The iction should be rubbad into the 1Heciad srea compistely, and
the arsa should ba protected f-om washing, clothing, rubbing. ste. until the (otion has drisd.
Qcclusive dressings may be a valuabis therapeutic adjunct ‘cr the management of psoriasia
or recalcitrant conditions.

If an intection deveiopa, the use of occiusive dressings shoue de discontinusd and appropei-
ate antimicrobial therapy ingtituted. '
HOW SUPPLIED
CYCLOCORT? amcinonide ‘_stion 0,1% {1 mgig) with AQUATAIN™ hydrophilic hase is ayail-
aBle as foHows:

20 mb (19.8 ) Bottle - NOC 0005-9383-37

80 mL (58.8 g) Bottle - NDC DOOS-3363-41
Store at Controlied Room Tumperalure 15-30°C (55-88°F),
0O NOT FREEZE

LEDERLE LABORATORIES DIVISION
American Cyanamid Company, Pearl River, NY 10968
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April 7, 1988

MEDICAL QFFICER'S REVIEW OF NDA 19-729

Sponsor: Lederls Laboratories
Wayne, NJ 07970

Product: Cyclocort (amcinonide) Lotion, 0.1%

Date of Submission: March 23, 1988 and March 30, 1988.

Background: This NDA was found "approvable™ on March 7, 1988. The March 23,
1988 submission includes a safety update and revised draft lLabeling. The
March 30, 1988 provides a revised "Nursing Mothers" statement for the labeling.

Material Reviewed: The safety update reports that no new or unusual adverse
reactions have been seen with the drug since the NDA was submitted,

I

Five labeling ravisions were recommended in the approvable letter. The
sponsor has agreed to the first four in the revised draft.

The last request was to include the following paragraph in the "ADVERSE
REACTIONS" section:

The sponsor has proposed that this information be presentsd as follows:

In the clinical trials with CYCLOCORT Lotion, the investigators reported a
4.7% incidence of side-effects. In a weekly acceptability evaluation,
approximataly 20% of the patients treated with CYCLOCORT Lotion or placebo
reported itching, stinging, soreness or burning at one or more of the
visits,

We have no objection to this revision. The incidence of adverse reactions
included in other topical steroid labeling is a result of investigator
raporting. The 4.7% incidence is about average for topical steroids. As
noted in our earlier review, the sponsor's policy of presenting the patients
with a written guestionnairs which specifically solicited the above reactions
is unusual and indoubtedly caused a greater number of reports than is usually
seen.



Page 2

Conclusions and Recommendation: This NDA may be approved., FPL identical to
the March 30, 193g draft should be requested.

L5

David C. Bostwick

m

cc:

]
HFD-320 S LY s
HFD-520 / I

HFD-520/ DCBostwick/sdj/4/l9/98
HFD-SZO/MO/CCEvans

HFD~520/PHARM

1351u

APPEARS THIS wa
ON ORIGINAL



October 20, 1987

Medical Officer Review of NDA 19-729
Original Submission, dated June 5, 1987

Sponsor: Lederle Laboratories
Waynz, New Jersey 07970

Product: Cyclocort (amcinonide) Lotion, 0.1%

Composition:
Ingreaient Z_(w/w)
- Amcinonide ‘ 0.1
-Benzyl Alcohol 1.0
- +Glycerin

- Isopropyl 2almitate

~Lactic Acid

.Polyethylane Glycol 400 \
- Emulsifying Wax

.Sorbitol Salution

<Purified Water

~Sodium Hydroxide [to adjust pH to 4.4)]

The active ingredient is a flourinated derivative of triamcinolone acetonide
intended for ‘opical use with the following chemical structure:

Indication: This product is indicated for the relief of the inflammatory and
pruritic manifzstations of corticosterofd-responsive dermatoses.

Dosage: The lotion is to be applied to the affected areas of the skin twice
daily.

1

Background: This is the third application to be submitted by Lederle for
products which contain amcinonide, The other applications, both of which have
been approved, arz for Cyclocort Cream, 0.1% and 0.025% (NDA 18-116) and
Cyclocort Qintment, 0.1% (NDA 18-498).

Chemistry: This review is not yet available.

Pharmacology: In his review dated June 22, 1987, Dr. Joshi, the
pharmacologist, had no objection to approval of this application.

Statistics: In his review dated September 17, 1987. Dr. Harkins, the
statist1cian, concluded that the active product had been shown to be superior
to the placebo in the two submitted pivotal clinfcal studies.
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C1inical Studies: Amcinonide has generally been considered to be one of the
more potent topical corticosteroids, although not "superpotent”, such as
clobetasol pronpionate. An adrenal suppression study was performed in support
of NDA 18-116, under exaggerated conditions. Briefly, Cyclocort Cream 0.1%
was applied evary 12 hours for five consecutive days to 50% of the total body
surface of five healthy adult subjects. The area of application was occluded
with Saran ¥rap, Under these conditions plasma cortisol levels decreased to
about 20% of nzs2line in all test subjects. Levels returned to baseline
post-study,

A. Special Studies

1. Irritation and sensitization skin testing.

Investigator: William L. Epstein, M.D,
San Francisco, California 94143

Method: This was a double-blind bilateral study to determine the
skin sensitizing and irritating ability of Cyclocort Lotion and its
vehicle, The test products were applied to normal skin sites in AN
volunteers for 48 hours with occlusion, No irritation was observed,
s0 the subjects were then treated with 7.5% sodium lauryl sulfate
(SLS) solution for 24 hours under occlusion. Following a l4-day test
period, challenge patches of the two test materials were applied,
with ccclusion, to different test sites for 48 hours. These
challenge applications were preceded by 30-minute applications of 5%
SLS, with occlusion, on one side and without SLS on the other. The
presence or absence of a sensitization reaction was determined by
examination of the sites at 48 and 72 hours after application of the
patches.

-
T

Results: No reactions were produced by either the active product or
1ts vehicle which were considerad irritant or allergic in nature by
the investigator.

2. Vasoconstriction Studies

Investigétor: Richard Stoughton; M.D.
La Jolla, California 92093

Method: This was a double-blind study in which 30 volunteers were
enrolled, FEight topical steroid preparations were to be tested;
these consisted of six alternate lotion formulations, Cyclocort
Cream, 0.1% and Lidex {flucinonide) Lotion, 0.05%. 0.01 g of each
preparation was applied to a 3 cm in diameter test site on the volar
surface of the arm of each volunteer -- 4 to each arm., The order of
application was determined by randomization schedule, The

appiication areas were washed with soap and water sixteen hours later
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and assessed for vasoconstriction activity (amount of skin blanching) two
hours later,

vasoconstriction was graded on a 0 to 3+ basis, with 0 being no
vasoconstrictior; 3+ being maximum vasoconstriction; 1+ being minimal
vasoconstriction; and 2+ being moderate vasoconstriction,

Results: A summary of the mean vasoconstriction scores is given below. Each
vatue 1s the mear of 30 estimations (one from each volunteer)., The "53"
formulations arz the alternate lotion formulations.

Study Drug Vasoconstriction Score*
(Mean + SD)

53P 1.33 + 0.99

53M 1,17 1,02

53L 1.77 £ 0.77

LIDEX(R) Solution 2.17 +1.02

CYCLOCORT(R) Cream 1.47 ¥ 0.78

530 1,53 * 0.90

53Q 1.60 + 0,93

53K 1.80 + 0.96

Based on these rasults, formulations 53L and 53K were then tested separately
vs. Lidex Lotion and Cyclocort cream, using the same protocol. The results
were as follows: .

Study Drug Mean Score

53L 1.70 + 0.79
53K 1.37 + 0,85
LIDEX(R) Solution 2.07 + 0.98
CYCLOCORT(R)} Cream 1.50 + 0.78

Based on these results, formulation 53L was chosen for controlled clinical
testing.

Comments: It is noted that the proposed lotion product has not been tested
for photo-toxicity'or photo-allergenficity, It is felt that these tests are
not necessary, given the results of the irritation and sensitization testing.

The results of the vasoconstriction studies are interesting. While the
results for the Lidex Solution, Cyclocort Cream and formulation 53l products
are consistent batween the two tests, the mean vasoconstriction score for
formulation 53K in the second study was only 76% of that obtained in the first
study. This is of some concern in that this error is much larger than the
margin of error we normally assign to testing of this type (+10%). Further,
Dr. Stoughton is recognized as one of the most expert investigators in the
vasoconstriction testing field.
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It is felt that an adrenal suppression study should not be required for
Cyclocort Lotion. The reasons for this are as follows:

1.  The vasoconstriction assay indicates that the lotion formulation will
be only marginatly more potent than the already approved cream.

2. The adrenal suppression study already submitted for the cream, is
more severe in some ways than the FDA guideline.

Controlled Effectiveness Studies

1. Double-Blind Cooperative Effectiveness Study in Psoriasis comparing
Cyclocort Lotion 0.1% and its Vehicle,

Investigators: Charles E114s, M.D.
Ann Arbor, Michigan

Stephen Horwitz, M.D.
Miami Beach, Florida

Alan Menter, M.D.
Dallas, Texas

Method: This was a cooperative, double-blind study comparing twice daily
applications of Cyclocort Lotion and its placebo in the treatment of
psoriasis of the scalp and/or other hairy areas. The study took place in
parallel groups of patients (males and females, aged 19-82 years), who
were each provided with five 60 m1 bottles of either the active or placebo
product along with instructions to apply the product twice daily (8 a.m,
and 8 p.m.,). Response to treatment was evaluated at 7, 14 and 21 days of
treatment, Five disease signs and symptoms (erythema, scaling,
excoriation, induration and pruritis) were rated on a seven-point scale
ranging from 0,0 = absent to 3.0 = severe, Overall efficacy was rated on
& seven point scale by the investigator, as follows:

= CLEARED - complete clearing obtained;

= EXCELLENT’- clinical signs and symptoms significantly decreased ( 75%
improvement);

= GUOD - clinical signs and symptoms persisted but to a considerably
milder degree than before treatment ( 50% improvement);

APPEARS THIS WAY
ON ORIGINAL
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& = FAIR - ciinical signs and symptoms were decreased slightly during
treatment { 25% improvement);

5 = POOR - clinical signs and symptoms decreased very s1ightly during
treatment { 25% improvement);

6 = NO EFFECT - clinical signs and symptoms unchanged;

7 = EXACERBATION - clinical signs and symptoms worse than at baseline.

Inclusion criteria included a diagnosis of psoriasis of the scalp and/or other
hairy areas of the body, as well as a minimum total baseline score of 6 for

the signs erythema, excoriation, scaling and induration (see explanation of
scale above), Exclusion criteria included pustular or other recalcitrant
psoriasis, fungal and viral diseases of the skin, etc. However, psoriatic
lesfons in areas of the body not being evaluated could be treated with tar,
anthralin, or emollients. In addition, concurrent UVB treatment could be
continued provided the scalp was covered. While these concomitant treatments
do not invalidate the study, they do somewhat complicate evaluation of the
study since the patients were outpatients and could conceivably have mixed up 3
treatments. .

We have examinad the randomization data submitted and conclude that this study
was adequately randomized.

Results: Of the 165 patients who entered the study, seven failed to return
for any evaluation after baseline, and no further data is available on them.
The remaining 158 were evaluated for safety., One additional patient was not
evaluated for efficacy because of a possibly drug-related episode of
periorbital edema. This patient was on the active product., The remaining 157
patients were evaluated for efficacy.

It is felt that the reduction in total sign and symptom scores and the
physician's overall evaluation are the most significant indicators of
efficacy. Further, it is felt that the most useful evaluation point is the
last valid patient visit, For most test subjects, this would be the 21-day
evaluation (end of study). However, the last valid visit {also called
"endpoint” evaluation) is more useful because it includes patients who may
. have left the study early for reasons of adverse reactions or lack of
effectiveness. )

1. For the total sign and symptom scores, the signs erythema, scaling,
excoriation and induration have been included in the evaluation. The
symptom pruritis has been omitted, since it is a more subjective variable
than the other four, In this evaluation, the endpoint evaluation was
compared to the before-treatment scores. The highest possible score would
be 12.0 (4 signs averaging a severity of 3 for each patient).
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Mean Total Sign and Symptom Scores and % Reduction

Mean Before Mean at Number of

Investigator Drug Treatment  Endpoint* % Reduction Patients
br. Ellis Vehicle 6.98 4,11 4 27
Cyclocort 7.70 2.26 . n 25
Dr. Horwitz Vehicle 8.05 6.34 21 28
Cyclocort 7.9 2.9 63 27
Dr. Menter Vehicle 8.08 5.08 37 25
Cyclocort 7.68 2.76 64 25
Totals Vehicle 7.70 5.38 30 80
Cyclocort 1.77 2.65 66 77

*Endpoint = Status of disease at least visit.

PPEARS THIS WAY
A ON ORIGINAL
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iL. Global EBvaluatlon of Change Ln Lenlon Status al kndpolnt - number of Patientn (%)
- Number of ) No !
Investigator Drug Patients Cleared Excellent Good Fair Poor Change Exacerbation
Dr. Ellis Vehicle 27 0 6(22%) 5(19%) 7(26%) B(30%) 0 1(4%)
Cyclocort 25 6{24%) 10{40%) 3{12%) 2(B%} 3(12%) 0 1(4%)
Dr. Horwitz Vehicle 28 0 1(4%) 3(11%) 7(25%) 9(32%) B8(29%) 0
Cyclocort 27 3(11%) 12(44%) 4(15%) 4(15%) 2{7%} 2(7%) 0
Dr. Menter Vehicle 25 1(4%) 2(B%) 3(12%) 8(32%) B8(32%) 2(B%) 1(4%)
Cyclocort 25 8(32%) 6(24%) 4(16%) 5{20%) 2{8%) 0 0
Totadls Vehicle 80 1(1%) 9(11%) 11{l4%) 22(28%) 25{31%) 10(13%) 2(3%)
Cyclocort 77 17(22%) 268(36%) 11(14%) 11(l4%) 7(9%) 2{3%) 1(1w)
el
o
w
D
~4
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Safety Results:

Of 78 patients on the active medication evaluated for safety, one reported a
case of pariorbital edema of moderate severity (probably related to the drug)
which caused discontinuation of therapy. Possibly drug-related hair color
changes were seen in two other patients, Folliculitis of 10 days duration
occurred in one patient. Other reactions noted included stinging {9), itching
(11), burning {9) and soreness (2).

Two reactions were noted in the vehicle group which were not drug related.
One patient suffered a heart attack during the study, and another misapplied
the medication (placed it in his ear). Possibly drug-related hair color
changes were seen in one other patient, Other reactions were stinging (9),
itching (17), burning (8), and soreness (2).

Evaluation:
This study establishes that twice daily treatment with Cyclocort Lotion, 0.1%

is superior in terms of effectiveness to twice daily treatment with Totion
placebo in the therapy of psoriasis,

2. Double-Blind Cooperative Effectiveness Study in Seborrheic Dermatitis
comparing Cyclocort Lotion, 0.1% and its Vehicle

Investigators:

Roger Cornell, M.D. Yelva Lynfield, M.D.

La Jolta, California Brooklyn, New York

Stepren Horwitz, M.D. Larry Milliken, M.D.

Miami Beach, Florida New Orleans, Louisiana

Arthur Huntley, M.,D. Alan Shalita, M.D.

Sacramento, California Brooklyn, New York
Method:

This was a cooperative double-biind study comparing twice daily applications
of Cyclocort Lotion and its placebo in the treatment of seborrheic dermatitis
of the scalp and/or other hairy areas. The study took place in parallel
groups of patients (males and females, aged 18-87 years). The protocol was
otherwise very similar to that used in the psoriasis study above, except that
the disease signs and symptoms evaluated were erythema, excoriation,
crusting/scales and pruritis.

We have examined the randomization data submitted and conclude that this study
was adequately randomized.
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Results:

Page 9

0f the 167 patients who entered the study, nine failed to return for any

evaluation after baseline, and no further data is available on them.

The remaining 158 were evaluated for safety.
evaluated for efficacy because he was the only patient enrolled by the
investigator (Dr. Shalita).

One additional patient was not

i, For the total sign and symptom scores, the signs erythema, excoriation and
crusting/scales have been included in the evaiuation, The subjective
symptom pruritis has been omitted. In this evaluation, the endpoint
evaluation was compared to the before-treatment scores. The highest
possible score would be 9.0 (3 signs averaging a severity of 3 for each
patient).

Mean Total Sign and Symptom Scores and % Reduction
: Mean Before Mean at Number of:
Investigator Drug Treatment Endpoint % Reduction Patients
Dr. Corneill Vehicle 5.83 2.96 49 12
tyclocort 5.81 1.62 72 13
Dr. Horwitz Vehicle 5.04 2.17 57 12
Cyclocort 4,85 1.08 78 13
Dr. Huntley , Vehicle 4.72 2.17 54 q
. Cyclocort 4,96 0.54 89 14
Dr. Lynfield Vehicle 5.24 2.54 52 27
Cyclocort 4,93 0.57 88 27
Dr. Milliken Vehicle 5.04 2.37 53 15
Cyclocort 4.50 0.37 92 15
Totals Vehicle 5.20 2.47 52 75
Cyclocort 4,98 0.77 85 82
APPEARS THIS WAY

ON ORIGINAL



ii, Global Evaluation of Change in Lesion Status at Endpoint -~ number of Patients {%)
- Number of No
Investigator Drug Patients Cleared Excellent Good Fair Poor Change Exacerbation
Dr. Cornell Vehicle 12 0 1(8%) 5(42%) 5(42v) 1(8%) 0 0
Cyclocort 13 1(8%) 4(31%) 8(62%) i} 0 0 o
Dr. Horwitz Vehicle 12 4{33%) 2(17%) 0 1(8%) 4(33%) 1(8y) 0
Cyclocort 13 4(31w%) 4(31%) 4(31%) 0 1(8%) 0 0
Dr. Huntley Vehicle 9 2(22%) 2(22%) 1(11%) 0 1(11%) 2(22%) 1(11%)
Cyclocort 14 7(50%) 6(43%) 1(7%) 0 0 0 0
Dr. Layfield Vehicle 27 2{7%) 4(15%) 9(333%) 4(l15%) 3(11%) 4(15%) 1(4%)
Cyclocort 27 9(33%) 7{26%) 9(33%) 2(1%) 1] 0 0
Dr. Milliken Vehicle 15 2(13%) 3{20%) 3(20%) 1(7y) 4(27%) 1(7%) 1{7%)
Cyclocort 15 11(73%) 2(13%) 0 1(9%) 1(9%) ¢ 0
Totals Vehicle 75 10(13%) 12(16%) 18(24%) 11(15%) 13(17%) 8(11%) 3{4%)
Cyclocort 82 31(39%) 23(28%) 22(27%) 3(4%) 2(2%) 0 0
APPEARS THIS WAY

ON ORIGINAL

62/-61 ¥QON

01 2beg
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Safety Result:

There were four adverse experiences which caused the patients to be withdrawn
from the study permanently. One patient on the active product suffered a fine
papulopustular rash, and another patient on the active product experienced
moderate burning, Both these reactions were probably drug related. In
addition, one patient on the placebo had a severe acne outbreak and another on
placebo had erythema, itching and scaling. Both these reactions were probably
drug-related.

Other reactions included a patient in the active group who reported itching of
30 minutes duration and a placebo patient who experienced moderate facial
swelling., Both reactions were probably drug-related.

Minor reactions noted in the active drug group were stinging (3), itching
(11}, burning (7), and soreress (2}. In the placebc group, there were
stinging (8), itching (11), burning (6) and soreness (4).

Evaluation:
This study establishes that twice daily treatment with Cyclocort Lotion, 0.1%

is superior in terms of effectiveness to twice daily treatment with lotion
placebo in the therapy of seborrheic dermatitis.

Labeling Review:

The labeling for this drug follows the guideline labeling for topical steroids
and is satisfactory except for the following points:

1. The last sentence of the DESCRIPTION section-(
-is unnecessary and should be deleted.

2. The percentage of patients on active drug in the clinical studies who
reported adverse reactions which were probably or possibly
drug-related should be stated at the beginning of the ADVERSE
REACTIONS section, as follows:

It should be noted that the overall incidence of adverse reactions is very
high for topical steroids. However, it is felt that the sponsor's procedure
of asking the patients to respond to a written questionnaire on a weekly basis
which specifically asked whether stinging, ftching, burning or soreness had
been experienced resulted in a higher number of reports than does the usual
procedure of oral inquiry by the investigator. The irritation and
sensitization testing and infrequency of serious reactions in the clinical
studies suggest that Cyclocort Lotion is not an unusually toxic product,
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Evatuation and Zomment:

1. There is substantial evidence in this application that Cyclocort Lotion,
0.1% is effective when properly used for the treatment of
corticosteroid-responsive dermatoses. This evidence consists of a
vasoconstrictor assay and one vehicle~-controlled study each in psoriasis
and seborrheic dermatitis., This testing is consistent with the data FDA
has required for approval of an alternate formulation of a topical steroid
manufactured by the drug company which holds the original NDA for the
steroid.

2. The overall incidence of adverse reactions noted in ths clinical studies
should be added to the labeling.

Conclusions and Recommendations:

Pending submission of acceptable final printed labeling
this application should be made
approvable.

- >

(N —
David Bostw ct' =

S

.C. Evans, M.D.

HFN-340

HFN-815/Bostwick
HFMN~815/Evans
1195u/MBurns/12-2-87/12-16-87

Orig. NDA -
;—'F"N-SIS @z(w/ﬁ |

APPEARS THIS WAY
ON ORIGINAL
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Division of Anti-Infective
Drug Products

Chemist's Review #1

Date Completed: 11/5/87

A1, NDA 19-729
Sponsor: Lederie Laboratories, Div.
American Cyanamid Co.
Pearl River, NY 10955
2. Product Names:

Proprietary: Cyclocort
Non-proprietary: amcinonide

3. Dosage Form & Route of Administration: Rx, topical lotion

4. Pharmacological Category and/or Principal Indication: treatment of
psoriasis and seborrheic dermatitis

5.  Strucsural Formula and Chemical Name(s):

l'izl)flliitl'l3

(lll.16.-22-(lcny‘lu:)li.l?lc,y:'lopcntﬁ1“1‘“;(”,)| « 9-flyore
-1l-hyorosyzregma-1,4-dlene-3,20-dione.

B. 1. Initial Submission: 6/5/87

2. Amendments: 9-9-87
3. Related Documents: NDA 18-116

C. Remarks:
Manufacturer has presented controls information on a product closely
resembling approved NDA 18-116 Cyciocort Cream . All pertinent
information has heen presented and is well organized. An amendment
of 9-9-87 contains further stability data (up to 12 months). Linear
regression analysis, plus data on the closely related approved cream,
support a 24 month expiration date. The standard 3-point stability
commitment has been made.

0. Conclusions: :
The NDA may be approved from the standpoint of manufacturing and

controls. C Isl___,_-—’]

Lola G. Wayland

2
cc:@rig. MDA -
HFN-815 5~ - HFN-815/CSO HFN-815/Wayland: gm 11/17/87

HFN-815/M0  R/D initialed by: ARCasola 11/13/8 S se
HFN-815/Tabor 2|‘E’ J' ’(‘%*/a//’
0846¢ " .
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REVIEW & EVALUATION OF PHARMACOLOGY & TOXICOLOGY DATA

NDA 19-729 (_oﬁgj'ngj_ Submission, dated 6/11/87)
’ jﬁgTéﬁ‘

DATE REC'D: 6/15/87

DATE REVIEW COMPLETED: 6/22/87

SPONSOR: Lederle Laboratories Division, American Cynamid Company
pearl River, NY

DRUG: CyclocortR (amcinonide) Lotion, 0.1%
CATEGORY: Anti-inflammatory corticosteroid, topical (dermal)
INDICATION: Corticosteroid-responsive dermatoses

CHEMISTRY:

CH0COCH,

(11316«)-21(&cety1oxy)-16,17[cyc1dpenty11denebis(oxy)l
-9-fluoro-11-hydroxypregna-1,4-diene-3,20-dione

FORMULATION: (NDA Vol. 3, p. 2)
Percent (w/w)

- Amcinonide . 0.1

- Benzyl Alcohol 1.0

. Glycerin

- Isopropyl Palmitate l
» Lactic Acid approx.

.Polyethylene Glycol 400

.Emulsifying Wax

-Sorbitol Selution

-Purified Water

.Sodium Hydroxide [to adjust pH to 4.4]

RELATED SUBMISSIONS: l !NDAS 18-116 (cream) & 18-498 (ointment)
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1.

PRECLINICAL DATA

Primary Dermal Irritation Study in Rabbits of CyclocortR Lotion
Formulation Compared with CyclocortR Cream Formulation

Study No. 86062; T.E,. 21: 1348-1396A; study dates, 3/13/86 to 3/20/86

Materials Tested

a) Amcinonide Totion 0.1% & the placebo (vehicle); formulation similar to
that proposed for marketing

b) Amcinonide cream 0.1% & the placebo (vehicle)

Animals: Total of 12M + 12F NZ albino rabbits; 3/sex/gp

Methodology: [Followed OECD guidelines] The test articles were applied

to the right (abraded) and left (unabraded) dorsal sides of each rabbit.

A one inch square 2 layer thick piece of cotton gauze was inoculated with
0.5 ml of the formulation., The site was evaluated 24- and 72 hrs later.

[Hote: It 1is not clear whether or not the test site was occluded, ]

Results

Group Dermal Scores [OECD guidelines]
Responses (No. Reacting/No. ireated)
trythema* tschar cdema

I. Cyclocort Cream - placebo 476 0/6 0/6

II. " Lotion - placebo 0/6 0/6 /6

III. " Cream 3/6 0/6 0/6

Iv. " Lotion 5/6 0/6 0/6

*Numerical values (indicative of degree of erythema) were 1.

Based on these findings cyclocort lotion and cyclocort cream formulation
were classified as "non-irritating" to "very mildly irritating" %o rabbit
skin.

Primary Ocular Irritation Study in Rabbits of CyclocortR Lotion
Formulation Compared with CyclocortR Cream Formulation:

Study No. 8606f; T.E. 21: 1044-1067; study dates, 3/31/86 to 4/14/86

Materials Tested: Same as # 1 above

Animals: Total of 12M + 12F NZ albino rabbits; 3/sex/gp

Methodology: Instilled 0.1 ml of the formulation into either 12f% or the
right eye fdetermined "healthy" prior to treatment by fluorescein dye
test]. The untreated contralateral eye served as control. Eyas were
evaluated 24- and 72 hrs later; Draize scores and observation for damage
to the cornea by fluorescein dye test.
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Groups: Same as in # 1 above

Results: All Draize ocular irritation scores were 2ero (0; at 24 & 72 hrs
following dosing, indicating that none of the formulations *ested were eye
irritants.

COMMENTS & RECOMMEMDATION

The active ingredient, amcinonide, is an dpproved drug and is currently
marketed in concentration up to 0.1% in cream (NDA 18-116) % ointment (NDA
18-498) forms. Amcinonide (0.1%) in a Totion vehicle is the subject of
the present application. ,

Two animal toxicity studies employing the pProposed formulation were
submitted in this application. The remaining preclinicail data was
submitted (and reviewed) for Lederle's previous applications cited above.

I have no objection from the safety standpoint to the approval of this
application, provided the labeling is similar to that for the marketed

IS/ prie

A~ S.R. D.V.M., Ph.D.

815/

€S
340
STS/SRJoshi/smc/7/2/87
init.by:JMDavitt

5437b

APPEARS THIS way
ON ORIGINAL
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Statistical Review and Evaluation SEP 1 7 1987

NDA #: 19-72°/Drug Class 3C
Applicant: Lederte Laboratories

Product Mame: Tyclocort? Lotion, 0.1% (Amcinonide)

Documents Reviewed: Volumes 1 and 4 through & dated June €, 1987,

Indication: Psoriasis and seborrheic dermatitis

Medical Input: John Sanders M.D, (HFM-815), I have discussed this review
with Dr. Sanders. He is in agreement with my conclusions.

1. Introduction

CyclocortR Amcinonide Lotion 0.1% is proposed for treatment
of psoriasis and seborrheic dermatitis involving hairy areas of
the body.

For study inclusion, patients could be efther sex, at least 18 N
years old, must have psoriasis for one study or, for the other '
study, seborrheic dermatitic of the scalp or other hairy areas

of the body and have a minimum baseline score of 6 for signs and
symptoms for psoriasis, and 4 for the seborrhea. Subjective and
objective signs and symptoms evaluated for efficacy determination

were erythema, crusting/scales, excorfation, induration and

pruritus. Each was ranked from 0.0 = absent to 2.0 = severe.

In addition, the investigators and patients completed a therapeutic
efficacy evaluation compared to baseline, where 1 = (Cleared (complete
clearing), 2 = Exceilent, (a greater than 75% clearing) to € = Mo
Effect ?c]inica1 sfgns and symptoms unchanged} and 7 = Exacerbation
(clinical signs and symptoms worse than baseline).

The lotion was applied twice daily for a period of three weeks,
and patients were evaluated at baseline and days 7, 14 and 21,
In addition, any adverse reactions reported were rated as to
severity and probable relation to treatment.

II. Evaluation of Study

"CyclocortR Lotion 0.1% vs. Placeto in the Treatment of Patients
with Psoriasis Protocol DP 27-15",

A, The objective of this double-blind, parallel group, randomized,
multicenter study was to compare efficacy and safety/sfde effects

of CyclocortR and fts vehicle (placebo). Three centers enrolled
A ]
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83 Cyclocort? and 82 placebo patients, with 65 and €7, respectively
finishing the study. The 18 cyc1ocortﬁ losses were as follows:

{(a) 5 failed to return after baseline evaluation, (b) 1 dropped

out at day 24 due to adverse reaction (Periorbital edema), (¢} 2
dropped out between day 7 and 14 due to missed visit time frame

(d) 1-because medicine was too greasy, (e) 4 dropped out by day 21
because of improvement and (g} 2 because thefr return visit was
after day 24, The placebo group lost 1% subject as follows: (a) 2
failed to return after baseline check-up, (h) 4 stopped medication
by day 7, (¢) 3 quit by day 14, (d} 5 were outside visit time frame
and {e) 1 violated protocol.

Patients accepted to the study had baseline determinations for
symptoms of erythema, excoriation, scaling, induration, and
pruritus., Evaluations were repeated at days 7, 14 and 21. The
efficacy measurement evaluated was improvement from baseline for
each symptom. The primary efficacy parameters used are patient and
fnvestigator overall evaluations. However, all efficacy parameters
were evaluated.

Any patient that was negative for any of the signs and symptoms at
baseline was not evaluated for improvement on subsequent days. ¥

End-point analyses was performed by carrying any lost subject forward
as unchanged from their last status for each efficacy parameter,
Similarly, those randomized to the study with no "on treatment"
observations were carried forward with their corresponding

baseline evaluation.

Statistical evaluations used were appropriate. These included
SAS FPEQ (Mantel-Haenszel) procedure to test for homogeneity of
demographic parameters for the two treatment groups, tests for

~ center by treatment response interaction using SAS Proc GLM, raw

mean values and raw mean changes from baseline with assoctfated
standard errors for each of the five signs and symptoms of psoriasis,
and Mantel-Haenszel test from SAS FPEQ for investigator and patient
global improvement evaluations.

Mo evidence of interaction was noted and the two groups were -
statistically homogeneous.

The sbonsor concluded that Cyc1ocortR is statistically superior to
placebo for each investigator and for all investigators combined.

Reviewer's Comments

I checked the sponsor's results and my calculations were in agreement
with theirs. For example, at day 21 for the global evaluation of
evaluable patients; the sponsor, using Mantel-Haenszel, obtained a
p~value less than .001 showing Cyclocort®™ superior to placebo.

Their end-point analysis yielded p < .01. A portion of the data

is shown in Table Z for day 21.
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Table 2

Global Evaluation
Evaluable Patients

Mumber (%)

Category Placebo (1) Cyclecort R (2)
Cleared ] (1) 17 (2€)
Excellent 7 (10) 22 (38)
Good 10 (15) 2 (14)
Fair 1¢ (28) 2 (14}
Poor 20 (30} L (6}
Mo-Effect 9 (13) 1 (2)
Exacerbation 1 (M) 0 (0)

(1) Sample size = f7, (2) Sample size = 65.

My check value yielded chi square (€) > 36, p < .00

fgy these data. My end-point analysis yielded chi scuare
= 13.24, p < .05 which is in agreement with the

sponsor's results.

My analyses agree with the sponsor's that Cyclocort® is
statistically more efficacious than placebo in the trezatment
of psoriasis.

There were insufficient sutjects with adverse effects to warrant
statistical evaluation.

ITI. Evaluation of "Double-B1ind, Randomized, Parallel Group, Study
Comparing The Efficacy and Safety of CyclocortR Amcinonide Lotion
0,1% with Placebo in the Treatment of Patients with <eborrheic
Dermatitis of Scalp and/or Other Hairy Areas".

A. The protocol, patient evaluation, data handliing and processing
for this study were identical to that for the previous study.

There were six investigators signed up to conduct this clinical
trial. However, one investigator was dropped because he signed up
only two subjects and one of those failed to meet the inclusion
criteria.

The sponsor calculated they needed at least 75 subjects per
treatment group to obtain adequate power. They actually signed up
176 and used 168 {86 in the Cyc1ocortR group and 82 in the placebo
group). Six of the 8 1ost fafled to meet inclusion criteria and two
in the placebo group fafled to return after the baseline visit,
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End-point analysis was performed by carrying all subjects lost
forward with no change from their last visit.

The sponsor states a 50%, or better improvement from baseline is
considered clinically significant. Cyclocort® showed a 50%
improvement by day 7 and better than 90% improvement by day 21.
The placebo group showed a EC% fmprovement by day 21.

The statistical evaluation procedures used were appropriate for
this type data.

B, Reviewers Comments

I verified the sponsors evaluation of demographic data. The two
groups were not statistically different relative to weight, age,
etc. nor for any of the baseline measurements, overall nor by
investigator.

The sponsor's statistical evaluation was very thorough and
exhaustive. I could find no problems, and my check calculations
were in agreement with their results.

I confirmed their conclusions that CyclocortR Lotion 0.1% is
statistically superior to its vehicle {placebo) in treatment of
seborrheic dermatitis, Cyc1ocortP s also statistically hetter
than the 50% c¢linical improvement stated in the protocol, i.e.
Cyc1ocortR achieved o0% improvement from baseline. For example,
for the efficacy parameter "Scaling" the baseline value was 2.3
and at day 21 the mean improvement value was 2.11 for CyclocortR;
i.e. a 91% improvement. The ©5% C,I., for this mean improvement value
fs (1.91, 2.20€). For placebo, baseline value was 2.42 and day 21
mean fmprovement from baseline was 1.34, which yields a £5%
improvement rate. The 95% C.I. is (1.14, 1.54).

These two 95% confidence intervals show that (a) Cyc1ocort(R) is
statistically superior to placebo, (b) with this C.I., Cyclocort's
percent mean improvement could be as low as (1.91 x 100)/2.32 = 82%
and (c) similarly placebo percent mean improvement could be as high
as (1.54 x 100)/2.43 = 639%,

There was insufficient side effects data to do any statistical
evaluation,

Iv. Conclusions (Which May be Conveyed to the Sponsor)

1. The first study shows statistically that CyclocortR Lotion
0.1% is superior to placebo in the treatment of psoriasis.

2. The second study shows statistically that Cyclocort®R Lotion
0.1% is superior to placebo in the treatment of seborrheic
dermatitis. :
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3. There was insufficient adverse reactions in either study to do
@ statistical evaluation that could be related to safety/side

effects.
1T Ki ]
L‘1EiTpﬂ"ﬂHrtTns, PR.D.
Mathematical Statistician
cc: .
Orig. NDA #10-72¢ .~
HFN=815

HFM-815/Mr.Bostwick

HFN-815/Dr. Sanders

HFN-815/Dr. Evans

HFN-713/Dr. Dubey [File: DRU 1.3.21
HFN-713/Dr. Harkins

HFN-344/Dr. Lisook

Chron,
R.Harkins:x34594:SERB:skj:9-10-87:#0978n

Concur: Dr, Nevfus 9////8”7

o757

Dr. Dubey

APPEARS THIS WAY
ON ORIGINAL
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NDA SUPPLEMENT REVIEW

CHEMIST'S REVIEW 1. ORGANIZATION 2. NDA NUMBER
DAIDP 19-729

3. NAME AND ADDRESS OF APPLICANT (CITY AND STATE) 4. AF NUMBER

Lederie Laboratories

Pearl River, NY 10965 5. SUPPLEMENT(s)

_ - NUMBER(s ) DATE(s )
6. NAME OF DRUG 7. NONPROPRIETARY NAME
Cyclocort amcinonide S-00k, 8/16/88

8. SUPPLEMENT(s) PROVICES FOR:
minor additions to the Title, Description, and
"How Supplied” sections of the labeling, specifically 8. AMENDMENTS AND OTHER

‘AquatainT™ hydrophilic base' (REPORTS, etc) DATES
10. PHARMACOLOGICAL CATEGORY 11. HOW DISPENSED 12, RELATED IND/NDA/DMF(s)
Anti-inflammatory )
X Rx 0TC
13. DOSAGE FORM{s) 14. POTENCY(ies)
Topical lotion 0.1%
V5. CHEMICAL NAME AND STRUCTURE 16. RECORDS AND REPORTS
CURRENT
Yes No
REVIEWED =
Yes No "

17. COMMENTS
The revisions to the labeling are made to accomodate the trademark "Aguatain"

for the hydrophilic base of this lotion., This labeling was permitted for the
Cyclocort Cream NDA 18-116. On the package insert, since this is a lotion,
after 1isting the Aquatain ingredients, the statement "In addition, also
contains Polyethylene Clycol 400" has been added. The trademark also appears
under the Title, and in the How Supplied section after the drug name and
strength,

In all other particulars, the labeling is unchanged from that originally
approved, '

T8.  CONCLUSTONS AND RECOMMENDATIONS:
From the manufacturing and controls standpoint the supplement may be approved.

cc: ORIG NDA .
HFD-520 " HFD-52Q/CS0
HFD-520/M0 HFD-520/Wayland:gm 9/27/88

R/D initialed by: ARCasola 9/27/88 (131 ) STy
L ATRE DATE COMPLETED
NAME SIGNATIRE 77 T COMPLETE
Lola G. Wayland [ \ 9\ | 9-26-88

DISTRIBUTION ORIGINAL JACKET ’ REVIEWER DIVISION FILE
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iDA 19-729

——

Janes H. Conover, Ph.D.
lLederle lLaboratories
Middletown. Road

Pearl River, NY 104985

Dear Dr. Conover:

Reference 1s made to your sew urug Application {(NDA) dated Junme 35, 1967,
submitted pursuant to section 503(b) of the Faderal Food, Drug, and Cosmatlc
Act for Cyclocort (amcinonide) Lotiom, V.lX.

Reference 18 alse made to your additional commumications dated August 12,
September i and Joveaber 24, 1vt7,

Wwe have completed our raview of tnis appllcaction and it is approvable, Before
the application may be approved, however, we request that you subnit the
following?

1. Safety update reports in accordance with section 314.50(d)(5){vi)(b) "
of Title 21 of the Code of Federal Regulations. z

2. Twelve copies of the final printed labeling for the drug that are
identical to the draft copy, with the following exceptions:

a. The last sentence of tie DESCRIPTION section 1s unnecessary and
should be deleted.

b. In tue rirst sentence of the CLINICAL PHARMACOLOGY section, the
word “"share™ should be changed to "have”.

C. The last seutence of the firsc paragraph of the
"Pharmacokineticas™ subsection should be deleted.

d. The last sentence of the "Nursing !lothers”™ subsection of the
FRECAUTIONS section should read as follows:

Nevertheless, a decision should be made whether to
.disecontinue nursing or to discontinue the drug, taking into
"account tie importance of tue drug to the mother,

e. The percentage of patients on active drug in the clinical
studies who reported adverse reactions which were probably or
possibly drug-related should be stated at the beginning of the
ADVLRSZ REACLIONS section, as follows:
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5 :ﬁ\:‘ .l -
Please: lnbiit“Eil duplicate, the advertising copy that you intend te use in
your ptOPOlcikiht:oductory promoticnal and/or advertising campaign. Ome copy
should. ba uniiittnd to the Divislon of Anti-Infeqtive urug Products, and the
second copy to the Division of Drug Advertising and Labeling, HFN=-240, Room
10B-04, 5500 Fishers Lane, Rockville, Haryland 20337. All proposed materials
should be submitted in draft or mock-up form, not final print. Also, please
do oot use form FP=2253 for this submission; this form is for routine use, not

proposed materials.

Within 10 days after the date of this letter, you are required to amend the
application, or notify us of your intent to file an amendment, or follow ome
of the other options under 21 CFR 314.110. In the absence of such action the
Food and Drug Administration may take action to withdraw the application.

The drug may not be legally marketed uatil you uave been notirfied in writing
that the application is approved.

Sincerely yours,

Ldward Tabor, M.D.
Director : -
Division of Anti~Infective R Y

Drug Products
Office of Biclogics Research and Review
Lenter for Drugs and Bilologics

APPROVABLE

Orig. NDA '
HFN=-80 APPEARS THIS WAY

HFN-710

HFN-220 ) ,,\@? ON ORIGINAL

HFN-SOO' L T

= 15/E?rg ; S
HFV-Blsluolec%' /1:2-2-88 a'\o
HFN-815/ Fham/SRJoshi DVM @
HFV-BlS/Chem/LGWEyland/I 1-27-88
HFN~-815/C50/DCBostwick/RD:1~13~88)
HFN-815/JMDavict/I:1-27~88
HFN-815/ARCasola,PhD/1:1-28-88




LEDERLE LABORATORIES

D>

A Division of AMERICAN CYANAMID COMPANY

'BEST POSSIBLE COPY-: 1+ ™

March 23, 13:&3

Zdward Tabor, M.D., Directox

Sivision of Anti-Infective 5~ i ] B
2rug Products . ii’ t i 11 . i
=¥N 815 - Room 123/45 :

f 1ce cf Biologiceg Research and Review MAR253988

HFM-513
S800 Fishers Lane T ;\a:}\:
Reockville, Maryland 20857 C‘DB e LpiM130

NDA 19-729#
CYCLOCORT Ancinonide

NDA 05,6 AMENDMENT Lotion 0.1%

:gé/) Serial #002

¢ -

dear Doctor Tabor:

Refersnce is made to your approvadble lstter for the susisct Notice
NJA, dated March 7, 1988.

Fursuant o our notification te %he Agency of our intent %o file
az amandment under Z1 CFR 314.110(a) we hereby proviis zhe
f2.lowihg information that you requested we submit.

1. BSafety update repor%ws in accordance with sectiocn 314.30
(dr{3)(vi)(d) of Title 21 CFR., Our subject Notice NDA dazad
Juze 3, 1987 contained all sur clinical data frem studias that
wera completed prior %o submission o FDA. Bevyond the NDA, we
filed two randomized, blinded comparative protocsls %o the
CYCLOCCRT

{a) Provocel 27-20 (filed July 20, 1987), Cyciccort Lotion
vs, Valisone in sebcocrrheic dermatitis.

{b) Pro¥ocel 27-21 (fiiled July 24, 1387), Cyclocor% Lobicn
ve. Lidex in psoriasis.

To date efficacy and safety results from both of zhase
ciinical studies appear no differert than that which was
reported for CYCLOCORT Lotion in the subject Notiza NDA. No
vatients died nor were any discontinuved from 4“reatment becauss
of an adverse experience.

<. Ae are not submitbting final prinved labeling, because we have
made raevisions ian the draft Zabeling %hat reguire your
aprroval as follows:
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{a) We have dalaeted =he la=* santaznce o
section, as vou suggeshaed,



Page Two

CYCLOCCRT
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BEST POSSIBLE COPY

fackage lnsert

tb)

{(c}

(d)

(e)

As vet,
promotional and/or advertising campaign.

JHC:psS

enclosure

cg:

Mr. David Bostwick
Dr. John Sanders

We have changed the word "share" to "hava" i
santence of the CLINICAL FHARMACOLOGY sestizcn, as
suggested. )

We have deleted the last sentence of the first
paragraph of the "Pharmacokiaevios" subsacsion

(pg. 3), as you suggested, but have modifiad a serntence
with %the =ame content as that deleted uzder the DOSAGE
ADMINISTRATION section (pg. 11).,

We have incorporated your suggested worzizy of the last
sentence of the "Nursing Motherz" subsectica of the 3
PRECAUTIONS section.

We have modified vour suggested sentences rslevant ©o
the adverse experiesnce incidence raportiag. This was
done ia an effort to disvinguish the ecliaizal
investigator’'s reporied adverse experience incidencs
fxom the patvient’s weekly acceptability evaluation.
Jur suggested statements have been inserzed at the
beginning #f the ADVERSE REACTIONS section,

no advertising copy is availablie for our intreduciory

Sincerely vcurs,

o

2! Jghes H, Conover, Ph.LT.
Assistan® Director
Regulatory Liaison

APPEARS THIS WAY
ON ORIGINAL



LEDERLE LABORATORIES

A Divislon of AMERICAN CYANAMID COMPARNY

PEARL RIVEDR, NEW YORK 10988
AREA CODE 914 733-3000
Mar':. 3‘:’ ! LEE’ E
Zdward Tabror, M.D., Direc+oy
Zivision of An%i-Iafective Drug Sraducts
HFN BLS - room 12Z/4%
2ffice of Zicsliogic Researeh and Raviaw
—eater for Trugs and Biologics
Tood and Druog Administrasion
32202 Fishers Lana
mackville, Marxviaznd 22857
NDA 13=-723_
CYZLOCORT amzincnide
;Ct-Qn Oui%
Serisl #2923
Jear Zector Tabor:
N2farsnce Is made %c vour approvadla laster for whe susiast Nos
Nia Z2ated Marsh 7, 1888, and 4o our TRETELSER 0o Shz Scrazer fa-ne
HAarch 23, 1388,
-n cux raspcnss, we inoluded a ravised package circular dyafs o
tzadvervazily omisved four woris Jrom ths phraseclgy vsu sugcss
4nl2r "Nursing Meothers." We ncw rasubmiz pg. 2 of %he
accve-menticaed cirsular, which zsataias shae =2gmplate satanent
whav you raoommeziad, Please substituse this page foxr she plg
found in our revised draft circular seat on Marsh 22,
"vv@ informad My, 2. Sostwick =F this pnone <a Marsh
ely,
; :ona rar, Ph.D2.
stang giracwor
Qeauiavor{ Liaiscon
SJHCZ::ps
ano.osure

Desk Copies:

D. Bostwick
J. Sanders
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/ - LEDERLE LABORATORIES

o< ORIG NEW CORRES

A Division of AMERICAN CYANAMID COMPANY

BEST POSSIBLE COF .

AREA CODE #1714 733-8000

November 24, 1887

Dr. E, Tabor, M.D., Director

Division of Anti-Infective Drug Products
HFN 815 - Room 12B/4S

Office of Biologic Research and Revxew
Center for Drugs and Biologics

Food and Drug Adminstration

5600 Fishers Lane

Rockville, Maryland 20857

NDA 19-729R
CYCLOCORT Lotien
General Correspondence

Dear Doctor Tabor:

We hereby submit te the subject Notice two grcups of four tables
each of psoriasis and seborrheic dermatitis data that was
requestad by Mr. David Bostwick for the review of our NDA
submission. These tables contain no additional data, nor dess it
represent any re-analysis of information that was otherwise
contalned in the initial NDA submissicns.

Sipcerely yours,

)

James H. Concover, Ph.D.
Assistant Director
Regulatory Liaison

JHC:ps
enclosure ot

. APPEARS THIS WAY
S .. 7 ONORIGINAL



LEDERLE LABORATORIES
£ederb

A Division of AMERICAN CYANAMID COMPANY
PEARL RIYER, NEW YORK 169488

AREA CODE 914 733-3%9000

BEST POSSIBLE COPY

Edward Tabor, M.L., Director

Division of Anti-Infactive
Drug Froducts .

HFN 815 - Room 123/45 ORi NEw 0ok

Mareh 11, 13:Zs

Cffice of biologic Research and Review Vit
Center for Drugs and Biologics
Food and Drug Administration
5800 Fishers Lane
Rcckville, Maryland 20857
CYCLOCORT © iAmeinocnide’
Lotien L%
NDA 19-728

Serial #001
Dear Doctor Tabor:

We are in receipt of your approvable latter for the subzsct Notice
NTa.

-~

Fursuant to 21 CFR 35314.110/a), we hereby netify the Ageaszy of oux
intent to file sn amendment that will satisfy the issues raised

in the apprcvabls letter,
rfij/jours,
Gk

es H. Conover, Fh.,D.
Assistant Director
Regulatoery Liaiscn

JHC:ps -

T e D memein LREEEWEU
MAR 16 1983

hN-8:o
CDB - DalbP



LEDERLE LABORATORIES

=D

A Division of AMERICAN CYANAMID COMPANY
PEARL RIVER. NEW YORK 10988

AREA CODE #'4 735-.3000

BEST POSSIBLE COPY

September 1, 1987

Edward Tabor, M.D., Acting Director
Div. of Anti-Infective Drug Products
National Center for Drugs & Biologics

HFN 815

Document Control Room 12B-30

Food and Drug Administration CYCLOCORT® amcinonide
5600 Pishers Lane Lotion, 0.1%
Rockville, Maryland 20857 NDA 19-729

Dear Doctor Tabor:

We hereby amend the referenced NDA dated June 5, 1987, to update the stability
section 3B.VII(3), filed in Volume 2 of the original submission.

The report contains satisfactory data on three lots stored for 12 months at 23°C,
& months at 37°C, and 2 months at 42°C.

Sincerely yours,

-
-

. ‘;é7ﬂﬂék&LV4¢ﬂvﬂé¢sm_,f
Gordon R. Personeus
Director, Technical Services
Requlatory Affairs

GRP:dmm
Enc.
15.43

APPEARS THIS WAY _ |
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LEDERLE LABORATORIES
A Division of AMERICAN CYANAMID COMPANY
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NDA 12-729 AUG 18 1587

James H. Conover, Ph.D,
L.ederle Laboratories Division
American Cyanamid Company
Middletown Road -
Pearl River, New York 10965 :

W,

Dear Dr. Conover:

On the basis of our initial review of your New Drug Application (NDA)
for Cyclocort (amicinonide) Lotion, 0.1% which was received by us on
June 17, 1987, we find the application to be sufficiently complete to
permit a substantive review, We have therefore filed the application on
August 17, 1987. '

Sincerely yours,

@dward Tabor, M.D.
Director
Division of Anti-Infective
Drug Products
Qffice of Biologlcs Research and Review
Center for Drugs and Bioclogics

CC:
NYX
¢ Orig NDA
TTHPN=BO
HPN-815 w2 S
HFN-815 /M0 :
HFN-815,/DBostwick:js/8/7/87 - \‘
2811m ' \2 N
{8

APPEARS THIS WAY
ON ORIGINAL



HLA 15-7.9

James i, Tohover, .t
Iederie Lavoratories
Midala Road
Fearl River, HY LO2GS

Tear Dr. Conover:

Wa are pl2ased ¢
gection S5Q0%1b) of the Pe

Name of Urug: Zyciccort

Date -of Application:

Date of Feceipt: Jure

Our Refarsance Number:

de will zcerrezocnd with
the application. Should

nj

cc: NYR-EO

ORIG. NDA 19-729

BFH-82

HFN-815
HFN-815/CS0//sdj/6/16/87
HFN-815/MO

HFN-815/CHEM

000%u

ACENCWLECGEMENT LETTER

BEST POSSIBLE COPY

2N 17 e

ackrowiadge ycur New Oruy aponiiceticn subnjtted pursuant €0

deral fPood, drug, and Cosmeric Act for the foellowiag:

Lotion

June S, 1987

4
-y

1 1387

WCA 19-729

you further after we iave 1ad tae IpEOrtunity to stueay
you hava any Juestions frior fo ur contacting you,
Javid Bostwick

*)L-443-4229

Siaceraly yours,

Donald A. Fowler
Supervisory Consumer Safety Cfficer
bivision of Anti-Infective

frug 2roducts
office of Dloicgics fescarch and Review
Center for Fruga and 3iQiogics



LEDERLE LABORATORIES

A Division of AMERICAN CYANAMID COMPANY
1 CYANAMID PLAZA, WAYNE, NEW JERSEY 07470

June 5, 1987

Edward Tabor, M.D., Acting Director “cgm-,)
Division of Anti-Infective Drug “[TER FOR DAl 1 0GINS
Products HFN 815/Room 12B-45 CE1TER FOR DRSS 4 60LOGILS
Office of Biologic Research and Review
Center for Drugs and Biologics JUN"l 087
Food and Drug Administration CENTRAL DOCUMENTS S50M
) - J vemhs

5600 Fishers Lane
Rockville, Maryland 20857

NDA R
CYCLOCORT
Amcincnide Letion 0.1%

Dear Doctor Taboar:

We hereby.submit a New Drug Applicatipn which provides for
CYCLOCORT S Amcinonide Lotion 0.1% and all clinical, statistical,
toxicological as well as chemistry, manufacturing and controls
data needed for the review of this product. Also provided are
case report forms for all subjects enrolled im clinical trials,
and patent certification information.

CYCLOCDRTR Lotion, 0.1% is a new formulation for use in the
treatment of psoriasis and sgborrheic dermatitis., This same
strength (0.1%) of CYCLOCORT has.been the subject of two prior
submissions, NDA 18-116 CYCLOCORT Cream and NDA 18-438 CYCLOCORT
Qintment, both of which have been approved.

R

This submission consists of an archival copy containing a totval of
17 volumes, and review copies of each technical section as

detailed in the series of FDA Guidelines published in association
with the New Drug and Antibiotic Regulations of February 22, 1383.

Please refer to the attached Form FDA 356H and accompanyiag NDA
Index which details the complete contents of this NDA.

erely ~mpours,

es H. Conover, Ph.D.
Assistant Director
‘ %1 Regulatory Liaison

-y

JHC:af N .
At:agiments : RECEIVED ) RELEASED
? HFN 83 HFN 83
. JUNRZI9ET JUN 151987
"~ Document Cr-- t xirment Comral TRt

PDrug Info. Ancl;. ~ch - Sy Trn BanTUIm
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A Division of AMERICAN CYANAMID COMPANY {”fsﬂ j

i

PEARL RIVER, NEW YORK 10888

AREA CODE 814 tiz.3000

Aygus% 16, 18

m

3

__¢¢1=n Gavrilevicsh, M.D., Agsizg ©
Zivision of Ant;—znzacrlva Drug Prs!

v -

HfD S320/Rocom 125-3

r
2

<t ()

Dlll

l]‘ ‘n

Jffice of Drug “val“a:i:n II

Zenter for Drug Evaluation and Research
Food and Drug Admirnistration

5630 Fishers Larna

Rogkville, Mzrylznd 20837

Ras NDA l18-7273
CYCoOCORTY Lotion 0.1%
(amcinonids)
“ear Drxr. Gavrilcvich:

Fursuan®t vo Section I03(b)(1l) of the Fedaral Food, Drug and
ccsmetic Act anid wish reference to 21 CFR 314.730(b)(3), we
harewith submit a supplement %o <the abovs subj2ct apprcoved New N
Jvueg Application,

This supplament pr:v:des for a mincr addision in %he TITLE,
ZISCRIPTION and HOW SUPPLIED secuwizns of the labeling.
Sregifitally, thes phrase, "with A“”A“AIH‘ Aydrophilic base” has
~een added to the TITLE, immediately below %ha bvitle CVYCLSD }CORT™
ancizozidg Zoticz, Iz the DESCRIFTION sectien, the nams
AJUATAIN®" has -een added in tha second line just prior %o %he
listing of the ingredients of AQUATAIN. A second senteace has
S22n added which states, "In addiwiczn, contaizs Folvethylans
3iyccl 400", Fiznamgy, in tvhe HOW SUSPLIZID sexstion, the ohrase,
oo awinn AQUATAINTT Rhydrophiliz Zas2..." has been insarxtad in %he
first sentence.

As noted above %he change &or which approval is requesitad is the
addition of the ‘AQUA”AIN‘ hydrﬁphilic base" in the agprepriate
s2c%tions of the labaling. No othary changes have bgan zade in the

find enclosad forx your “imelv xaviaw and approval =welwva
{22) zoples of the final priated labﬂling {Code 24514 ZZ).

Al an Hiwcheooe
Assigtany Directcr
GLobal Regulat®

T L
Y i o
h""—-———"_ -



NCA 19-.729/5-0C2

Mr. Allan Hitchcock
Assistant Director

Global Regulatory Compliance
Lederle Laboratories

Pearl River, NY 10965

Dear Mr, Hitchcock:

He acknowledge receipt on August 22, 1988 of your suppliemental New Drug
Application dated August 16, 1988 submitted pursuant to section 505(b) of the
Federal Food, Drug, and Cosmetic Act for Cyc1ocortR {amcinonide) Lotion 0.1%.

We also acknowledge receipt of an additional communication dated September 21,
1988.

The supplemental application provides for adding the term *AquatainTi" to
the Title, Description, and How Supplied sections of the labeling.

Ye have completed the review of this supplemental application and it is
approved, Our letter of June 13, 1988 detafled the conditions relating to the
approval of this application.

Sincerely yours,

Armand R. Casola, Ph.D.
Supervisory Chemist
Division of Anti-Infective
cC: St Drug Products

Orig NCA : Office of Drug Evaluation Il

HFD-520 Center for Drug Evaluation and Research

HFD-520/CS0/80stwick

HFD-520/ARCasola

HFD—520/Gav;110v1ch he for

HFD-520/Wayland:gm 9/27/8 '

R/D init. by: ARCascla 9/2 ?/34/?4’

Approved
1164¢
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LEDERLE LABORATORIES m APPL ANIEN
' a>D el

A Division of AMERICAN CYANAMID COMPANY

’ DMENT

FEARL RIVER, NEW YORK 10248

AREA CODE 014 732-30400

September . 2 1988

Lillian Gavrilovich, M.D., Acting Director
Division of Anti-Infective Drug Products
HFD 520/Room 12B-45
Office of Drug Evaluation/Research
Food and Drug Administration
5600 Fishers Lane .
Rockville, Maryland 20857 Qe .
Re: NDA 19-723 5-
CYCLOCORT ™ Lotion 0.1%
(amcinonide)

Dear Dr. Gavrilovich:

This submission should be considered as an addendum to the
subject submission (S- that was dated 8/16/88 and received
at FDA 8,/22/88. oo

We submit herewith the bo&ﬁle labels and boxes for CYCLOCORTR
Lotion 0.1% with AQUATAIN hydrophilic base.

Please find enclosed twelve copies of each of the following:

For the 20mL bottle

Bottle Label {(front) Code D1 23554
Bottle Label (back) Code D1 23572
Box Code D1 23555

For the 60mL bottle

Bottle Label (front) Code D1 23557
Bottle Label (back) Code D1 23570
Box Code D1 23558

For your convenience, we are also attaching a copy of our August
16, 1988 letter apdgttached package insert (Code No. 24514 D2).

oval will be appreciated.

)
]! ,
/ -
’ v
Zcu—«:"‘-”

%ﬁbock
Assistant Director
AH/mf Global Regulatory Compliance
Attachment :

Desk Copy: Mr. David Bostwick
HFN-815/12B45



